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Comments of the Dietary Supplement Safety and Science Coalition

L. Introduction

On behalf of the Dietary Supplement Safety and Science Coalition (“DSSSC”), these
comments are submitted for Food and Drug Administration consideration in establishing the U.S.
position on the World Health Organization’s (“WHO?s”) proposal to add several substances to
schedules of the 1971 United Nations (“UN") Convention on Psychotropic Substances (1971
Convention”) of the upcoming (March 16-25, 1999) meeting of the UN Commission on Narcotic
Drugs (“CND”).

The DSSSC is comprised of several businesses in the United States that either manufacture
or distribute dietary supplement products containing herbal ephedra (and therefore low levels of
naturally occurring ephedrine alkaloids) in the United States and globally. The members of the
DSSSC are: The Chemins Company, Inc., Enrich International, Inc., Market America Inc.,
Metabolife International, Inc., Natural Balance, Inc., Omnitrition International, Inc., and Starlight
International, Ltd. The DSSSC was organized to support and develop consistent and responsible
standards for the safe consumption of dietary supplements, including the use of science-based
approaches when addressing regulatory issues concerning dietary supplements generally, and
ephedra in particular.

Specifically of concern to the DSSSC is WHO’s Expert Committee on Drug Dependence’s
(“Committee’s”) misguided recommendation that the UN add ephedrine to Schedule IV of the 1971
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Convention." The DSSSC strongly objects to the WHO’s recommendation generally, and objects
particularly if it applies to herbal ephedra products.

This recommendation, and the proposed scheduling, are based upon little or no scientific
evidence. The DSSSC believes the factual record is inconclusive with regard to ephedrine, and
completely devoid of support with regard to dietary supplement products that contain herbal
ephedra. No apparent distinction has been made in the recommendation between ephedrine and
herbal ephedra, despite significant differences in the potential for abuse or misuse of the substances.
Herbal ephedra has been consumed safely and beneficially in traditional herbal products for more
than 5000 years in China, and for centuries in other countries. Today, herbal ephedra is widely and
beneficially used in the United States and throughout the world in lawful food and dietary
supplement products.

The DSSSC therefore believes that the U.S. should oppose this recommendation and vote
against the scheduling of herbal ephedra. A recommendation in favor of scheduling would act to
the detriment of consumers who purchase lawful food and dietary supplement products that contain
herbal ephedra, and the many companies that manufacture and produce such products. In fact, the
U.S. Small Business Administration has emphasized in comments to the FDA the importance of this
marketplace.” Millions of Americans consume dietary supplements containing herbal ephedra every
year and several hundred thousand small businesses are involved in the manufacture, distribution,
and sale of these products.

I1. Overview of the DSSSC’s Position

The DSSSC opposes adding ephedrine to any schedule of the 1971 Convention. The 1971
Convention focuses on the risks associated with the potential for dependence and abuse of a
substance and sets forth specific criteria required to justify scheduling as a controlled substance.
There is little evidence, however, that ephedrine itself has been abused (i.e., that it produces a state
of dependence and mood alteration sufficient to create a public health concern). In fact, the WHO
report cited in the January 11, 1999 Federal Register notice indicates that the illicit traffic in
ephedrine is “presumably associated” with abuse; evidence of an international problem of
dependence and addiction is lacking, particularly in the United States. Thus, it is clear that ephedrine
does not satisfy the requirements under the 1971 Convention to warrant international scheduling as
a controlled substance. Furthermore, the United States Congress has addressed ephedrine and
determined that the substance should be regulated as a “listed chemical” and not a controlled
substance. Therefore, the United States representatives to the CND should adhere to the policies
set forth by Congress and oppose the proposed scheduling of ephedrine.

* In addition to the substantive issues raised herein, the DSSSC believes the procedures implemented by the WHO
failed to comply with WHO guidelines and general principles of equity and fairness. The WHO recommended the
scheduling of ephedrine without providing interested parties with its final report on this issue. The WHO also
failed to have appropriate expert committees review the ephedrine scheduling proposal prior to initiating the
scheduling process. Although the WHO is allegedly committed to ensuring the principles of openness and
transparency, these principles have been abandoned in the instant case. The DSSSC believes the U.S. should
consider the flaws in the WHO’s procedural mechanisms as part of its evaluation of the ephedrine scheduling
decision.

2 See Comments from the Small Business Administration to FDA regarding FDA’s proposed rule for dietary
supplements containing ephedrine alkaloids. (February 3, 1998)(Attachment A).



Importantly, however, even if ephedrine is scheduled, the DSSSC urges the United States to
vote to exclude herbal ephedra and dietary supplement products that contain herbal ephedra from
any restrictions imposed on pure ephedrine. There is no credible evidence of abuse of herbal
ephedra or dietary supplement products that contain herbal ephedra. Herbal ephedra does not
behave like pure ephedrine when ingested and has weaker effects. In addition, dietary supplement
products are compounded in such a way that they present only a negligible risk, if any, of misuse.
There is simply no evidence that herbal ephedra produces a state of dependence or addiction,
particularly when present in low levels in dietary supplement products. Herbal ephedra and
products containing herbal ephedra meet none of the criteria required for consideration of
scheduling under the 1971 Convention. Consequently, herbal ephedra should be exempted from
any scheduling, regardless of the imposition of any restrictions that may be placed on pure
ephedrine.

The WHO’s concern regarding ephedrine appears to focus on the ingredient’s potential use
as a precursor in the manufacture of methamphetamines, rather than its abuse potential. The WHO,
however, has failed to make the legally required distinction between precursor use and abuse. While
the 1971 Convention focuses on the risks associated with scheduled substances themselves, the 1988
UN Convention Against Illicit Traffic in Narcotic Drugs and Psychotropic Substances (“1988
Convention”) was enacted to address the illicit production of, and traffic in, narcotic drugs. Thus,
the 1988 Convention, not the 1971 Convention, is the only proper mechanism designed to address
these precursor concerns. The potential use of a substance as a precursor ingredient should be
irrelevant to the decision regarding scheduling under the 1971 Convention.

In any event, concerns regarding the precursor use of ephedrine have been addressed;
ephedrine is included in the 1988 Convention and is subject to extensive controls arising from its
precursor status. Sufficient controls already exist in the U.S. to handle any potential problems
involving the use of ephedrine as a precursor as the substance is already a “listed chemical” under
the Controlled Substances Act.

Even if potential precursor use is erroneously considered in the CND’s scheduling decision,
little or no evidence indicates that herbal ephedra, or the products in which it is contained, are used
as precursors in the illicit manufacture of methamphetamines. Although the Drug Enforcement
Administration (“DEA”) alleges that there are instances where herbal ephedra was seized as a
potential precursor in the production of methamphetamines, this data is controversial and highly
suspect. DEA evidence was seized during routine enforcement actions, without accurate record-
keeping or documentation sufficient to support worldwide regulatory action. There is no evidence
regarding the context in which herbal ephedra was used, and most importantly, there is no
documented evidence regarding the form of the herbal ephedra seized. DEA reports fail to
distinguish between bulk ephedra and dietary supplement products that contain ephedra and
numerous other ingredients. In fact, it now appears that at most, only one instance identified by
DEA involved dietary supplement products that contain ephedra - and even this one incident is
subject to significant dispute. There have been no confirmed incidents where dietary supplements
that contain herbal ephedra have been used to produce methamphetamines. The DEA’s
questionable data clearly should not form the basis for the U.S. to conclude that herbal ephedra is
subject to abuse and therefore should not lead to the scheduling of herbal ephedra as a controlled
substance.



III.  Ephedrine, and Especially Herbal Ephedra, Should Not be Scheduled
Internationally as There Exists Little or No Evidence of Abuse

A. Ciriteria for Scheduling under the 1971 Convention

There is no satisfactory basis for the findings required, under Article 2, paragraph 4 of the
1971 Convention, to justify scheduling herbal ephedra as a controlled substance. Paragraph 4 states:

4. If the World Health Organization finds:

(a) That the substance has the capacity to produce

(1)(1) a state of dependence, and
(2) central nervous system stimulation or depression, resulting in hallucinations or

disturbances in motor function or thinking behavior or perception or mood, and

(b) that there is sufficient evidence that the substance is being or is likely to be abused so
as to constitute a public health and social problem warranting the placing of the
substance under international control,

the World Health Organization shall communicate to the Commission an assessment
of the substance, including the extent or likelihood of abuse, the degree of
seriousness of the public health and social problem and the degree of usefulness of
the substance in medical therapy, together with recommendations on control
measures, if any, that would be appropriate in the light of this assessment. (emphasis

added).

B. There is No Significant Evidence of Abuse of Herbal Ephedra

Although some countries have reported past or present abuse of ephedrine, these reports
primarily focus on synthetic and/or pure ephedrine single ingredient products. There is little or no
evidence that multi-ingredient ephedrine, herbal ephedra, or dietary supplements containing herbal
ephedra are subject to abuse.

Regardless of the findings regarding ephedrine, herbal ephedra, due to significant
distinctions from ephedrine, meets none of the criteria required for it to be considered for
scheduling under the 1971 Convention. In order for herbal ephedra to be scheduled under the 1971
Convention, it must be determined that the substance is (1) capable of producing a state of
dependence; (2) capable of producing central nervous system stimulation or depression, resulting in
hallucinations or disturbances in motor function or thinking behavior or perception or mood; and
(3) likely to be abused so as to constitute a public health and social problem. The WHO has failed
to set forth adequate evidence in support of any of these criteria. There is no evidence that dietary
supplements containing herbal ephedra produce a state of dependence, nor is there any evidence of
widespread addiction to such products.’ Furthermore, dietary supplement products containing
herbal ephedra have not been known to cause hallucinations or disturbances in motor function. In

3 Such products do not produce a state of “euphoria” and have no functional resemblance to currently controlled
substances.



fact, there is absolutely no mention of abuse of herbal ephedra in DEA’s April 17, 1998 comments
to FDA regarding abuse and trafficking data for ephedrine.

The lack of significant evidence of abuse of herbal ephedra and products containing herbal
ephedra is linked in part to the fact that herbal ephedra does not behave like pure ephedrine when
ingested and thus has weaker effects. The differences between herbal ephedra and pure ephedrine
are believed to be due to (1) the slower absorption of ephedrine alkaloids from herbal ephedra than
from pure ephedrine, and (2) the presence of other constituents in herbal ephedra that may counter
the effects of the ephedrine itself. The WHO itself has acknowledged the distinction between
ephedrine and herbal ephedra. The WHO noted that “when abuse exists, it seems to involve
ephedrine single entity products.”

Given the lack of an abuse problem for herbal ephedra, there is no basis for concluding that
herbal ephedra constitutes a public health and social problem justifying scheduling according to the
1971 Convention. Consequently, herbal ephedra and foods and dietary supplements that contain
herbal ephedra should be exempted from scheduling even if ephedrine is added to any schedule
under that Convention.

C. There is No Evidence of an International Problem Involving the Abuse of
Ephedrine or Herbal Ephedra

In its Critical Review Document on ephedrine, the WHO admitted the difficulty involved
with assessing the actual level of ephedrine abuse due to the “long history of generalized safe use of
the ephedrine alkaloids in OTC preparations.” The WHO reported that ephedrine is available for
medical use in forty-six countries around the world, yet alleged that only twelve countries reported
“past or present abuse or illicit traffic in ephedrine presumably associated with its abuse.”®

Upon careful review, however, it appears as if only two countries reported ephedrine
“abuse” - and no countries provided confirmed evidence of “abuse” of dietary supplement products
that contain herbal ephedra. A review of the responses of these twelve countries in the WHO’s
Critical Review Document therefore reveals that the information the countries provided regarding
the use of ephedrine within their borders does not justify scheduling ephedrine, herbal ephedra, or
dietary supplement products containing herbal ephedra as controlled substances according to the
requirements set forth in Article 2, paragraph 4 of the 1971 Convention.

Of the twelve countries cited by the WHO in its recommendation:

* Belgium indicated that the “level of abuse does not justify controlling ephedrine as a
narcotic or psychotropic drug”;’

+ 64 Fed. Reg. 1629, 1630 (Jan. 11, 1999) (emphasis added). The WHO also noted that in the United States only,
there is some evidence that combination products containing ephedrine have also been abused.

5 WHO Critical Review Document on Ephedrine, Annex 2 (Page 9).
6 64 Fed. Reg. 1629, 1630 (Jan. 11, 1999).
7 WHO Critical Review Document on Ephedrine, Annex 2 (page 8).



¢ Three countries (China, Germany, and the Sudan) reported to the WHO that past abuse
ceased after domestic regulations addressing ephedrine were enacted. These countries
no longer experience ephedrine abuse problems;

o Three countries (Finland, France, and Thailand) reported only “a few” cases of
ephedrine abuse;

®  One country (Burkina Faso) provided no information on ephedrine abuse;

e  One country (Ireland) reported “abuse” of ephedrine, but used that term to describe the
substances’ misuse as a precursor for methamphetamines;

¢ One country (Slovakia) described “a few cases of misuse,” not abuse;

*  Only two countries (the United States and Costa Rica) reported ephedrine abuse, and
only the United States mentioned potential abuse of ephedrine contained in herbal
preparations. As noted herein, however, there is no evidence of “abuse” of dietary
supplement products that contain herbal ephedra in this country.

It 1s clear that the overwhelming majority of the forty-six countries in which ephedrine is
available for legitimate purposes indicate no ephedrine abuse problem. Of the twelve countries that
the WHO reports indicate some type of abuse problem, three countries state no current abuse
problem exists, one country flatly rejects the need to address any abuse problems with scheduling,
and one country provided no information at all. While five countries report a few cases of abuse, it
is unclear even for these countries if the term “abuse” is being used correctly. Only one country
other than the United States reported abuse of ephedrine. International scheduling of ephedrine is
unfounded based on the reports of only two countries of any current ephedrine abuse problems at
any significant levels. Scheduling of herbal ephedra or dietary supplements containing herbal
ephedra is even less justified in light of the fact that only the United States even mentioned these
products, and evidence of abuse of these products is lacking.

D. There is Little Evidence of Use of Herbal Ephedra as a Precursor in the Illicit
Manufacture of Methamphetamines

As an initial matter, the potential use of ephedrine or herbal ephedra as a precursor
ingredient should be irrelevant with regard to deciding whether to schedule a substance under the
1971 Convention. Nevertheless, there is little or no evidence that herbal ephedra or dietary
supplements containing herbal ephedra have been successfully used as a precursor for illicit drug
production. Pure or synthetic ephedrine is the substance typically used to manufacture
methamphetamines and similar controlled substances. In contrast, it is expensive and chemically
difficult to use herbal ephedra or dietary supplements containing herbal ephedra (and therefore low
levels of ephedrine alkaloids) to manufacture methamphetamines. In fact, it is virtually impossible
to convert dietary supplements containing herbal ephedra to produce methamphetamines using the
DEA “street method” published in The Journal of Forensic Sciences, Vol. 40, no. 4, July 1995.°
This is due to the (1) relatively small concentration of ephedrine generally found in herbal ephedra
and products containing herbal ephedra, (2) the large quantity of a variety of solvents that would be
needed to extract ephedrine from herbal ephedra, and (3) the expense, scientific complications, and
inconvenience of this process.

¥ See April 8, 1998 report from Hauser Laboratories Services (Attachment B)(“Based on our analysis, it does not
appear that this published method can be used to make methamphetamines....”).



1. Using Dietary Supplements Containing Herbal Ephedra as a
Precursor is Not Chemically Feasible

There is ample evidence that it is not chemically feasible to use dietary supplements
containing herbal ephedra to produce methamphetamines. A recent attempt by a well-respected
scientific lab to make methamphetamines from dietary supplements containing herbal ephedra did
not succeed in that effort; no methamphetamine was produced when using dietary supplement
products containing ephedrine alkaloids.” The complex matrix of herbs and other ingredients
present in this type of dietary supplement is not conducive to easy conversion to produce pure
ephedrine, which in turn makes conversion of the ephedrine into methamphetamines or other
controlled substances difficult, if not impossible.

2. The Costs of Synthesizing Methamphetamines from Dietary
Supplement Products Containing Herbal Ephedra are Prohibitive

As noted, the use of dietary supplement products that contain herbal ephedra to produce
methamphetamines is not chemically feasible. Even if such use was chemically feasible, dietary
supplements that contain herbal ephedra are not likely to be used for their ephedrine content to
make methamphetamines due to the relative high cost of these products (even if purchased on a
volume discount basis) and the relatively low amount of ephedrine alkaloids in each bottle of
supplements.

The economic viability of using a substance to produce methamphetamines or other
controlled substances should be considered when evaluating whether a substance should be
scheduled. For instance, the Committee noted that for one plant-based ingredient under review, the
introduction of the ingredient into the illicit market place was “not economically viable either by
synthesis or extraction from plant material.”* Similarly, in the instant case, it would not be
economically viable to utilize herbal ephedra dietary supplement products to synthesize ephedrine
and methamphetamines. Producing one kilogram of illicit methamphetamines from herbal ephedra
itself would require 2000 kilograms of solvents to extract the ephedrine from 200 kilograms of raw
ephedra herb. A 3000 liter volume container would be required for the process. Using dietary
supplements containing herbal ephedra would increase the difficulty and cost of this operation.
Accordingly, the prohibitive economic costs associated with converting dietary supplement products
that contain ephedra into ephedrine, and subsequently converting the ephedrine into
methamphetamines or other controlled substances, must be considered when determining if such

products should be regulated and classified.

' Id
10 See e.g. 55 Fed. Reg, 50404 (Dec. 6, 1990) (emphasis added).



3. DEA Data From Methamphetamine Laboratory Seizures Support the
Conclusion That Dietary Supplements Containing Herbal Ephedra
Are Not Being Used as Precursor Chemicals

DEA has failed to identify a single confirmed instance where dietary supplement products
that contain herbal ephedra have been used to produce methamphetamines. While DEA alleges
mstances of seizures of herbal ephedra at clandestine drug laboratories since 1993, DEA’s allegation
appears to have no relevance to dietary supplement products that contain ephedra. According to a
DEA report from May, 1997, DEA has documented instances where “ephedra plant materials or
extracts of ephedra have also been used as a starting material for the clandestine preparation of
methamphetamine.”"' DEA, however, has failed to acknowledge the critical distinction between
ephedra plant materials and dietary supplement products that contain ephedra. Of the instances
where herbal ephedra was allegedly used as a precursor, none of these instances clearly involve
dietary supplement products that contain ephedra.”

The absence of evidence supporting the use of dietary supplement products that contain
herbal ephedra to synthesize methamphetamines is to be expected. The procedure to synthesize
ephedrine, and subsequently produce methamphetamines, is complex, if not impossible, when the
starting material is ephedra plant materials or diluted extracts of ephedra plant materials.
Importantly, however, the level of complexity increases exponentially when the starting material is a
dietary supplement product that contains herbal ephedra, and the complexity further increases as
other natural ingredients are combined with herbal ephedra. Dietary supplement products that
contain ephedra typically contain numerous other ingredients, including stabilizers, fillers, other
herbs, vitamins, etc. Extracting pure ephedrine from a multi-ingredient dietary supplement product
is an arduous, expensive, and time-consuming task that effectively removes such products from use
as precursor materials. DEA’s assessment that ephedra could be used “experimentally” to make
methamphetamines was based on DEA’s use of the raw herb ephedra, not dietary supplements
containing a number of ingredients."

Furthermore, DEA, in a recent proposed rule to exempt certain chemical mixtures that
contain regulated chemicals under the 1993 Domestic Chemical Diversion Control Act,
acknowledged that dietary supplements were rarely encountered at illicit laboratories. According to
DEA, the “frequency with which these products [dietary supplements containing herbal ephedra] are
encountered is small.”"* In its proposed rule, DEA noted the difficulty of using either (1) dietary
supplements containing herbal ephedra at low levels or (2) multiple ingredient products containing
higher concentrations of ephedrine alkaloids, in the illicit production of methamphetamines.®

1" Department of Justice (“DOJ”), Ephedra: A Potential Precursor for D-Methamphetamine Production (May
1997)(“DQJ Paper”), Page 1.

2 Four instances cited by DEA refer to the seizure of raw materials such as raw herbal ephedra. In one instance, the
DEA report refers to the seizure of “ephedra tablets originating from a pharmaceutical company.” It therefore
does not appear as if any of the seizures involved dietary supplement products that contain herbal ephedra. There
is also no evidence that the seized materials were used to produce methamphetamines. Id.

BId,
4 See 63 Fed. Reg. 49506, 49507 (September 16, 1998).
15 Id. at 49509.




Consequently, there is no credible evidence that herbal ephedra, and in particular, dietary
supplements containing herbal ephedra, will be diverted to manufacture methamphetamines. Using
supplements to extract ephedrine for the manufacture of methamphetamines is neither practical nor
chemically feasible.

IV.  The U.S. Congress, DEA, and FDA Have Never Determined That Ephedrine
Presents a Potential for Abuse Requiring A Ban On Over-The-Counter Availability

A. Federal Laws and Regulations

The laws and regulations currently in place in the U.S. addressing ephedrine or herbal
ephedra follow the provisions set forth in the 1988 Convention by focusing on the potential of
substances as precursors in the manufacture of methamphetamines. The proposal to add ephedrine
to Schedule TV of the 1971 Convention is the type of controlled substance scheduling decision the
U.S. government has intentionally avoided due to the necessity of ensuring consumer access to
effective OTC drug and dietary supplement products containing ephedrine or herbal ephedra. The
thrust of U.S. laws that address ephedrine or herbal ephedra involve diversion, not abuse. Problems
with diversion of ephedrine, which do not relate to herbal ephedra, have already been addressed
domestically through the registration controls placed on these products at state and federal levels
and internationally through the 1988 Convention. Broad based restrictions that would result from
scheduling under the 1971 Convention are unwarranted, unjustified, and devoid of factual support.

B. Congress Evaluated Ephedrine - and Opted to Regulate it as a “Listed
Chemical” and not a Controlled Substance

Ephedrine is not a controlled substance in the United States under the federal Controlled
Substances Act (“CSA”). Ephedrine 1s, however, a “listed chemical” under that law and the three
Acts that have amended the CSA (which were intended to prevent diversion of substances into the
illicit market). The Chemical Diversion Trafficking Act of 1988, the Domestic Chemical Diversion
Control Act of 1993, and the Comprehensive Methamphetamine Control Act of 1996 amended the
CSA and provided the DEA with significant powers to address the diversion of ephedrine or herbal
ephedra as a precursor in illicit methamphetamine production. Congress did not make products
containing ephedrine or herbal ephedra subject to a controlled substances schedule. Congress
focused on the diversion of ephedrine as a precursor to the manufacture of methamphetamines--
not on the risks of direct abuse of ephedrine or herbal ephedra. In addition, several states have
developed regulations addressing the diversion of ephedrine that also follow the U.S. federal

framework.

Ephedrine 1s a List I chemical under the CSA.* A List I chemical is defined as "a chemical
specified by regulation of the Attorney General as a chemical that is used in manufacturing a
controlled substance in violation of this subchapter and is important to the manufacture of the
controlled substances....””” Because ephedrine is a List I chemical, its manufacture and distribution

16 Section 102(34)(C) of the CSA, 21 US.C. § 802(34)(C).
7o Id.



is regulated by the DEA. Most persons who manufacture or distribute a List I chemical are required
to register annually with the United States Attorney General. Also, each regulated person who
engages in a regulated transaction involving a “listed chemical” must keep a record of the
transaction for two years after the date of the transaction.

If ephedrine abuse presented a significant problem in the United States, FDA, DEA, and
Congress would have taken swift regulatory measures to attempt to prevent or curtail this abuse by
classifying ephedrine as a controlled substance. As noted, however, ephedrine is not a controlled
substance but rather is only a List I chemical. Therefore, when Congress made this determination, it
decided that synthetic or single entity ephedrine may be implicated in the manufacture of a
controlled substance (i.., ephedrine may be a “listed chemical”), but did not classify ephedrine as a
controlled substance."

The proposed scheduling of ephedrine as a Schedule IV controlled substance by the UN
could require the implementation of regulations in the U.S. to fully incorporate the provisions of the
1971 Convention, including requiring medical prescriptions to dispense ephedrine as well as licenses
for manufacturers, distributors and retailers of ephedrine products. These regulatory requirements
contradict the U.S. Congress’s intent, reflected in the regulation of ephedrine as a “listed chemical”
only, to maintain consumer access to ephedrine products without prescription. The international
scheduling requirements would erode the ability of the U.S. to regulate a therapeutic and beneficial
substance in the most effective and appropriate manner for its use in this counttry.

Due to the absence of evidence to support the characterization of ephedrine as a controlled
substance, dietary supplement products that contain ephedra should clearly be outside the scope of
controlled substance regulation. In fact, even the DEA has confirmed that dietary supplement
products that contain herbal ephedra are distinguishable from bulk ephedrine and drug products
that contain ephedrine. DEA has proposed the exemption of “chemical mixtures” that contain
ephedra from DEA regulatory requirements.”” DEA indicated that dietary supplement products that
contain herbal ephedra may be formulated in such a way that they cannot be easily used in the illicit
production of a controlled substance, and the ephedrine cannot be readily recovered at doses
sufficient to be used for illicit purposes.”” DEA has therefore acknowledged that the frequency with
which dietary supplement products that contain ephedra have been abused is low.

V. Economic and Social Factors Should be Considered in Scheduling Decisions

Under Article 2, paragraph 5 of the 1971 Convention, the CND is to consider economic and
social factors, among others, when determining whether to add a substance to any schedule. The
U.S. should consider the detrimental impact the proposed scheduling of ephedrine will have on both

18 Ephedrine is a mild central nervous system stimulant with potency, at normal therapeutic doses, similar to that of
caffeine. Caffeine, which is regulated by FDA as a stimulant drug ingredient (see 21 CFR. § 340.10), has never
even been considered for scheduling as a controlled substance. It is therefore undoubtedly the case that the
pharmacological properties of ephedrine, and the potential for abuse, are of a different order of magnitude from
those substances currently characterized as controlled substances.

19 63 Fed. Reg. 49506 (September 16, 1998).

% Id. (DEA proposed an ephedrine concentration limit, which is under review, to ensure compliance with these

standards.)
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consumers and businesses in this country. The proposed scheduling of ephedrine would restrict
consumer access to products containing pure or synthetic ephedrine, such as bronchodilators, that
FDA has concluded are safe for over-the-counter use when properly labeled and taken as directed.?!
Furthermore, over five million people consume dietary supplement products containing ephedra in
the United States each year according to conservative estimates. If ephedrine is added to Schedule
1V of the 1971 Convention, these millions of consumers would be prohibited from purchasing over-
the-counter dietary supplements that contain ephedra; prescriptions from licensed health care
practitioners would be required to obtain such products.

The impact of the scheduling of ephedrine on U.S. businesses that manufacture or distribute
ephedrine and herbal ephedra-containing products would be severe as well. FDA has estimated that
there are between 200 and 5,000 products containing ephedrine alkaloids on the market.??
According to estimates by the dietary supplement industry and the U.S. Small Business
Administration, a significant number of the several hundred thousand businesses that would be
impacted by the proposed scheduling are “small” businesses.”

VI.  If Further Controls Would be Needed (and They are Not), the 1988 Convention is the
Proper Mechanism to Address Concerns Regarding the Use of Ephedrine or Herbal
Ephedra as Precursors in the Manufacture of Illicit Drugs

A. 1988 Convention Overview

Ephedrine is listed in Table 1 of the 1988 Convention as a precursor chemical. The 1988
Convention was enacted to reinforce and supplement the 1971 Convention to more effectively
address the illicit production of, demand for, and traffic in narcotic drugs and psychotropic
substances. ** The 1971 Convention, on the other hand, focuses on the risks associated with the
scheduled substances themselves. As described in more detail above (see Section III), the abuse
risks of ephedrine or herbal ephedra are not significant enough to warrant scheduling,

The 1988 Convention sets forth a number of measures to be adopted by the Parties to the
Convention (“Parties”) to prevent the diversion of listed substances, including, among others:

¢ establishing a system to monitor the international trade of listed substances;

e authority to seize listed substances if evidence shows they are being used as a precursor;
¢ labeling and documentation requirements for imports and exports of listed substances;
e record-keeping requirements for imports and exports of listed substances.?”

21 See 21 CFR. Parts 341.16 (“Bronchodilator active ingredients.”).
2 62 Fed. Reg. 30,678, 30,710 (June 4, 1997).

2 See Comments from the Small Business Administration to FDA regarding FDA'’s proposed rule for dietary
supplements containing ephedrine alkaloids (February 3, 1998)(See Attachment A).

24 See 1988 Convention, Preamble and Article 2.
2 See 1988 Convention, Article 12 (9)(a) ~(e).
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Thus, new concerns regarding the diversion of ephedrine for the illicit manufacture of drugs
or psychotropic substances could be fully addressed by the 1988 Convention. No problem of this
type exists for dietary supplements containing herbal ephedra. Parties are continuing to take action
to ensure that their domestic policies fully incorporate the provisions of the 1988 Convention. The
United States, for example, enacted the 1993 Domestic Chemical Diversion Control Act
(“DCDCA”) in part to address domestic regulations that were inconsistent with the requirements of
the 1988 Convention. Moreover, the DEA has in fact recently proposed a regulation seeking to
implement the DCDCA in an effort to prevent the diversion of chemical mixtures containing listed
substances.”

B. Potential Conflict Between the 1971 Convention and the 1988 Convention

Adding ephedrine to Schedule IV of the 1971 Convention, when it is already listed in and
regulated by the 1988 Convention, will create confusion among the Parties and make enforcement
of any restrictions on ephedrine troublesome. It is unclear whether the regulatory requirements
(such as labeling and recordkeeping for imports and exports) and enforcement tools (such as the
authority to seize listed substances used as precursors) applicable to ephedrine as a chemical listed
under the 1988 Convention would still apply if the substance is scheduled as a controlled substance
under the 1988 Convention. It is also unclear whether actions in compliance with one of the
Conventions would satisfy the requirements of the other, or if separate record keeping and
monitoring systems, for example, would be necessary under each Convention. As the Committee
pointed out in its recommendation, the overlapping jurisdictions of the 1971 Convention and the
1988 Convention would likely make “full effective international regulations of ephedrine difficult.””

Furthermore, the Committee stated that interpretation of these two Conventions by the
International Narcotic Control Board and WHO is needed.” A formal interpretation, however, has
not been promulgated. Accordingly, it is not prudent to add additional international regulations
when the jurisdiction of the proposed regulations is in question. The United States should not
support international regulations when the domestic regulatory impact of these regulations is unclear
due to the confusion regarding the jurisdiction of the Conventions. At a minimum, the DSSSC feels
that the United States should demand that the jurisdiction of the 1971 and 1988 Conventions be
clarified before considering the Committee’s recommendation on this matter.

VII. The United States Can Exclude Herbal Ephedra Pursuant to Provisions in the 1971
Convention

To prevent disruption of the current U.S. regulatory system, preserve sovereignty, and avoid
international pressure, the U.S. should vote against any scheduling of ephedrine and particularly
herbal ephedra under the 1971 Convention. However, there are several means by which the U.S.
could potentially exclude ephedra and dietary supplements containing ephedra from any restrictions
imposed on ephedrine, pursuant to provisions of the 1971 Convention.

% 63 Fed. Reg. 49506 (September 16, 1998).
7 64 FedReg. 1629, 1630 (January 11, 1999).
®  Id.
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A. If the UN Erroneously Schedules Ephedrine, the Will of Congress Should be
Followed Domestically and the U.S. Should Exempt Itself from Implementing
This Regulation

Under Article 3, paragraph 2 of the 1971 Convention, a preparation may be exempted from
certain control measures if it is compounded in such a way that it presents little or no risk of abuse
such that the substance cannot be recovered from the preparation in a quantity liable for abuse. The
DSSSC believes that dietary supplements containing herbal ephedra are compounded in such a way
that they cannot be easily and practically used in the illicit manufacture of a controlled substance (if
they can be used at all) and thus present at most a negligible risk of being used as a precursor
chemical. Furthermore, as explained throughout this document, such preparations pose no risk of
“abuse.”

B. Parties May Elect Not to Apply Certain Provisions of the Convention

In the alternative, under Article 2, paragraph 7 of the 1971 Convention, a party may decline
to implement certain provisions in the applicable schedule upon notice to the Secretary-General of
“exceptional circumstances.” The DSSSC believes that based on the safe and beneficial use of
dietary supplements containing herbal ephedra and the unfounded, extreme restrictions that would
result from including herbal ephedra in any scheduling of ephedrine, “exceptional circumstances”
would demand that the United States notify the Secretary-General that it is not in a position to
implement all provisions of any scheduling imposed on ephedrine.

VIII. Conclusion

Scheduling of ephedrine or herbal ephedra under the 1971 Convention is misguided and
unnecessary. The factual record for ephedrine does not support the conclusion that the substance
should be scheduled as a controlled substance under the 1971 Convention. There is insufficient
evidence of widespread abuse of ephedrine in the U.S. or globally to justify its international
regulation as a controlled substance. While forty-six countries reported to the WHO that ephedrine
is used therapeutically for medical purposes, only the U.S. and Costa Rica reported any ephedrine
“abuse.” As noted, however, the term “abuse” appears to have been misused.

In any event, sufficient controls are currently available in the U.S. and throughout the world
to address any problems associated with ephedrine in an appropriate manner. The 1988 Convention
provides sufficient mechanisms to control ephedrine use, and in the U.S. ephedrine is regulated as a
“listed chemical” subject to significant regulatory controls.

If, however, ephedrine is added to any schedule of the 1971 Convention, herbal ephedra and
dietary supplements containing herbal ephedra should not be scheduled. There is no evidence that
herbal ephedra produces a state of dependence or addiction. Herbal ephedra and dietary
supplements containing herbal ephedra are simply not “abused.” Therefore, herbal ephedra and
dietary supplements containing herbal ephedra do not meet the criteria required for scheduling
under the 1971 Convention, and should be excluded from any scheduling that may be imposed on
ephedrine.
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Importantly, potential use of a substance of as a precursor should not be considered in a
scheduling decision under the 1971 Convention, the purpose of which is to address the abuse
potential of a substance. The 1988 Convention is the proper means to address precursor use, and
this Convention already includes ephedrine as a regulated substance. Nevertheless, even if potential
precursor use is mistakenly considered in the decision to schedule ephedrine under the 1971
Convention, there is little credible evidence indicating that herbal ephedra, particularly when present
in low levels in dietary supplement products, 1s used as a precursor in the illicit manufacture of
methamphetamines. DEA’s suspect data regarding the alleged seizure of herbal ephedra products as
potential precursor material should not form the basis for the U.S. to determine that herbal ephedra
is in fact successfully used in the manufacture of methamphetamines. The evidence indicates that
using herbal ephedra and dietary supplements containing herbal ephedra to synthesize
methamphetamines is chemically difficult, if not impossible. Furthermore, the U.S. has a regulatory
scheme in place to adequately address any legitimate concerns regarding the precursor use of a
substance. Consequently, unfounded concerns regarding the use of herbal ephedra in the
manufacture of methamphetamines does not justify scheduling the substance under the 1971
Convention.

In addition to the scientific factors supporting the exclusion of herbal ephedra, the CND
may take into consideration economic, social, legal, administrative, and other relevant factors when
determining whether to add ephedrine to Schedule IV of the Convention and whether to exclude
ephedra from the Schedule. The DSSSC urges the United States to consider the impact of
restricting the access of millions of consumers to herbal ephedra and products containing herbal
ephedra. The proposed scheduling would have a devastating impact on hundreds of thousands of
businesses — the manufacturers, distributors, and retailers of lawful dietary supplement products
containing herbal ephedra. The DSSSC believes that the United States should support efforts to
distinguish herbal ephedra, and products that contain herbal ephedra, from pure ephedrine. Even if
restrictions are imposed upon ephedrine, such restrictions should not be imposed upon herbal
ephedra and dietary supplement products that contain herbal ephedra.

Respectfully submitted,

cm:’:%\—’
Y

—

Stuart M. Pape

James R. Prochnow
Daniel A. Kracov

Counsel to the Dietary Supplement Safety
and Science Coalition
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. U.S. SMALL BUSINESS ADMINISTRATION
ps WassuncTon, D.C 20416

RO Re: Initial Regulatory Flexibility Analysxs of the Proposed Rule for Dxetary s &
Supplements Containing Ephedrine Alkaloids, 62 Fed Reg. 30,678 e
(June 4, 1997); Docket No. 95N-0304

Dear Dockets Management Clerk:

On June 4, lm,ﬁePoodmdl)fgmgn(FDA)quamﬁqe‘of
ephedrine alkaloids (from botanical sources rather than pharmaceutical sources). Because
ofﬁnhoidqmmdtbOﬁneanmq’smdmxmm
Irigation of agencies’ compliance with the Regulatocy Flexibility Act (RFA)," the Office of
Advocacy was not able to file these important comments in & timely fashion.

Under the proposed regulation, 3 dictary supplement would be considered adulterated if it
m:mgmamﬁmmwm«hhbe&;wggm
umm&mﬁnwﬁm&hhﬂeoﬂm«mn}am
period oc 2 total daily mtake of 24 mg or more of ephedrine alkaloids. Inudt_ﬁuon,tbe.
new regulstioa would require that the label of dietsry supplements that contain ephedrine
alkaloids state the following- l)‘Doaotmeﬂispmdnﬁ:rmthn?dayf';-Z)
T.ﬁngmmmewmmmhmmm_m«
death™; and 3)ahcrspedﬁcwmin¢m lely,thapmpos'edmgnhnonwmld
prohibit- 1) the use of epbedrine alkaloids with ingredients that contain substances ke
cafferne known to have a stimulant effect; and 2) labeling claims that require long-term
mtake to achieve the effect. 'Ihummrewhﬂmsdeugnedtoaddrm

The Office of the Chief Counsel for Advocacy of the US. Small Business Administration
was created n MGmwﬁemadm&mlbmm&daﬂpohcy

making activities.? The Chief Counsel participates in ruemakings when he deems it

'mmmsu.&c;m;;mhgmmnmw

Fairness Act, Pob. L. No. 104-121, 110 Stat. 366 (1996).
*peh L.ANT”—JOS. 90 Stat. 663 (codified as amended in LS US.C. §§ 634a-£ 637)).
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Decessary t0 ensure proper representation of snall business interests. In addition to these
(RFA), and works with federal agencies to ensure that their ralemakings demoastrate an
analysis of the impact that their decisions will bave on small businesses.

In order to get to the argument of whether the FDA bas comphed with the RFA
expeditiously, the Office of Advocacy will assume arguendo that FDA bas the statutory
autharity to promuigate this rule.’ Upoa publishing in the Federal Register a proposed
rule, §§ 603 and 605(b) of the RFA require that an agency head must either certify that 2
proposed rule will not have 2 significant economic impact on a substantial aumber of small
entities, or prepare an initial regulstory flexibility snalysis IRFA). Having determined that
the rule would have a significant economic impact, FDA correctly chose the option to
paforn sa IRFA. However, ss explamed below, FDA bhas done an inedequate job of
analyzing the impact of the reguistion on small entities snd in identifying and analyzing
less burdensome akkernatives. In addition, FDA committed several other procedural
erors incinding faifing to observe the notice and comment requirements of the
Admnistrative Procedare Act (APA). SUS.C. § 553.

I Number of Entities Affected

In order to determine the impect of any regulstion, an sgency must make s reasonable
effort to0 identify the type and nuxmber of entities Bkely to be affected by the regulation.
This process of learning sbout the regulated industry not ouly helps the agency
determme whether to certify a rule for regnlatory flexibility purposes, it also beips the
agency develop an analysis of impacts and choose approprinte reguistory alternatives
that minimize economic burdea. _

In the instant case, thoee industries hikely to be enpacted inclode distributors
(wholesalers and retxilers) and msnufacturers of cphedrine alkaloids. FDA estimates
thntha'enbetwaOOndSOOOpmdmonthemdmwmepbdme
alkaloids,* md.atlheendofthepupoaedmk,FDAmModywmﬂ
businesses will be impacted.® This is a curious number becanse the Office of

> The Dictary Supplcmcat Bealth and Education Act (DSHEA), Pub. L. No. 103-417, § 2(13), 108 Stat.
4325, 4326 (1994), places specific fmits om bow FDA can regulaxe or eadorcs againet dictary
sppicments FDA believes are unexde or aduieeratod. Specifically, DHEA requires the FDA o prove
adaiteration an a prodoct-by-prodect besis mather thaa designate by regulstion whea a2 clas of Getary
supplemenes containing ephodrine allloids are adoltcrated wnder the Food, Drug and Cosmetic Act, 21
U.SC. § 342(00(1). The Office of Advocacy belicves that there is coasiderable metit 1o the arpmacat that
FDA does oot have the authority ia the instant rulcmaking to designate by regniation that all dietary
WMMMmM

“62 Fed Reg 30,710,
%62 Fed Reg a30,712. h:a:hgmwc-uh-nbadﬂuﬁnwds
qub&mmnhﬂwumm&umm The
estimated mumsber of dictary suppiemaent masafacnaress in the outritiosal habefing rale was betweea 500
and 850 firme, with 95 percest of those firmss clascified a3 small businesses. The proportion of
mamnfactwrers prodeciag prodocts contaiing cphedrine alkaloids was not revesied in the mutritiomal
sopplement me, but two market surveys identified $5 maoafacturers and distributors of dictaty

supplements sugpected of containing cpbediin alkaloids. Using the 95 pacent propartion from the
mm&&mm:hﬂmdNMﬂMMdummw
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Advoccy received 159 letters from small distributors Ekely to be impacted direcdy by
the proposed regnistion—doubie the number estimated by FDA_ Surely, the letters
ucévadbytheOﬁwovaoacyWamﬁmoﬁheumbemny
impacted. The Office of Advocacy is also sware that many ephedra products are sold
by tens of thousands of home-based distributorships that are part of orudti-level
marketing companics. Many of these businesses, although part of a larger parent
company, may nevertheless be mdependently owned and operated and considered to
be “small business concems™ under the Smafl Business Act ¢

FDA should develop an outreach strategy to obtain more reliable industry data.
Industry trade aseociations are typically 2 good starting place. In fact, FDA is
obligated under § 609(a) of the RFA to engage in outreach efforts to ensure small
business participation in the rulemaking process. In other words, § 609 requires
agencies to do mare than publich a notice of proposed rulemaking in the Federal
&g&rdmynﬁﬂemﬁmu&umﬁmmoﬁm&dmﬂ
emities,

IL Cost-Benefit Analysis

The discnssion below paints & clear picture of FDA’s fatkmre to comply with the RFA
The heart of the RFA is the requirexncnt for an economic impect analysis to deternnine
the impact on small businesses and the requiremest for proposing and analyzing less
bardensome reguistory alternatives and explicitly stating the reasons for accepting or
rejecting the alternatives presented. ' When an agency relics on faulty data in its
analysic—es in the instant case—the result is a flawed analysis with inflated benefits -
Based on the information gicaned directly from the docket and the proposed rule, and-
from the sccounts of industry experts, the Office of Advocacy opines that the benefits
of the instant proposed rule are much lower than FDA’s estimates—by FDA’s own
admission, possibly even zero. Simply, FDA's data do not demonstrate the peed for
the reguistion. Having acknowledged that the rule will have a significant economic
impact on a substantial pumber of small entities, FDA had a duty to analyze accurately
the impect of its proposal and design appropriate regulstory altesnatives.
A_ Scientific Evidence?

FDA cites as the reason for its proposed rule, “serious ilinesses and injuries, including
mnitiple deaths, associated with the use of dietary supplement products that contain
ephedrine alkaloids and the agency’s nvestigations and analyses of these illnesses and
injuries ™ 62 Fed. Reg at 30,678. FDA, however, relies oa adverse event reports (AERs)
. to suffice as evidence of the need for the regulation.

fioms). The soorce and date of the market data s not cicar. Mareoves, FDA asumes that the estimates in
the autritional labefing final rule reganding the sumber of mansfacturers corresponds o the information

collected in the market dera with regard o manadactarers ag dstributors.
¢ See 1SUSC. § 6320aK1).




First, by its own admiszion FDA states that AERS are not & refiable source of data upon
which to draw conclusioas regarding the health effects of a particular substance. In the

proposed rule, FDA acknowledges that:

“a possible source of serious error in evaluating observational data, such &3 that found
inmA’spomh:i:guvulmemis&epmmﬁﬂ&:finwpmpdndy
assuming that 2 cause and effect relationship exists between 2 particular exposure and
to the exposure,” and that “many of the AERs did not provide enough information to
adequately evaluate . . . [causality] ® 62 Fed. Reg at 30,689-90,
In mmnerous other instances within the docket the agency cites the unrefiability of AERS.
For instance, Docket Vols. 190 and 263 which catalogne the AER repocts cootain certain
ﬁ-dm- m-

The evakuation of data in [a] passive surveillance reporting system . . . is Emited by

several recognized factors: '

* Because reporting is voluntary, adverse events may occur which are not reported,
and are therefore not in SN/AEMS [Office of Special Nutritionals Adverse Event
Moaitoring System])

& A singie case may be reported more than oace, inflating the mmnber of reports in

e There 1s no certminty that an adverse event can be attyitarted to a particular
product, or mgredient in & product '

¢ An cvent may be reisted to or modified by an undedying discase or coadition, to
other products which sre taken conanrently, or the event may have occurred by
chance st the suns time the suspected product was taken

e Accumuisted case reports cannot be used to calculate incidents or estimates of
product risk. They must be carefully interpreted as reporting rates, and not as
ocanTence of incidence rates. The length of time that & product has been
marketed, the market share, expericnce and sophistication of the population using
the product or evaluation of the adverse event, publicity about a2n adverse reaction,
and reguistory actions are all factors that influence the probability that an adverse
event will be reported. Comparisons of product safety cannot be directly obtained
from these data.

With regard to the tast disclaimer on accumulated case reports cited sbove, FDA ignoces
its own warning. That i3, FDA states that between 1993 and 1996 it received “2 rapidly
escalating mmber of AERs associated with the use of dietary supplements, some that
coutaimed ephedrine alkaloids, some that did not.™ 62 Fed. Reg. at 30,630. Based oa this
“analysis,” the agency concindes that increased AERs translate to increased risk to the
generd population. FDA, however, does not attempt to offer any other explanatioa for
increased reports. Increased exposure is not the same as increased risk.  For instance,
increases in the mamber of people using such products could be a factor im increased
reports. FDA’s flawed “analysis” is misleading foc ressoas already acknowledged by
FDA, and for other common sense reasons outfined blow.



FDA never establishes a basefine for its znalysis. In otber words, FDA. does not provide
any infornation on the percentage of individuals in whom the purpocted side effects would
occur aaturally or randomly. Geaeral symptoms hke increased beart rate, elevated blood
pressure, nervoushess or insomaia may occur after drinking two cups of coffee, taking an
over-the-counter (OTC) product fike Dexatrim’ or Actifed”, Estening to a screaming
toddler oa an airplane, or a bad dsy at work. It would be easier to establish 2 causal
relationship, for instance, if a higher than normal percentage of the population developed
less common symptoms or diseases like Creutzfeldt-Jakob discase (3 buman variant of
“msad cow discase™) after consuming contaminated beef

Also, the AERs coatsined in volumes 190 and 263 of the docket are inherently
incoachusive and lacking in vital data, and no resconable persoa couid draw any conchrsion
reganding cansality from the informetion provided—especially the conclusion that
ephedrine alkaloids were the cause of the reported iliness. There is no way to traly
determine, for instance whether a particular reaction, if in fact cansed by a dietary
supplemext, was due to 2 defiberate overdose or preexisting medical conditioa. Based on
information assembied by the industry (at great expense and effort), out of 920 reports’,
662 (approxmatcly 72%) of the AERs lack medical records, and over 123 (approximately
13%) AERs list products for which there i 80 indication that the product contains any
epbedrine alkaloids. hmmmmmade(wwdyss%)Aﬁks
that were facking vital data ™

In addition to the fack of data in the AER reports, industry experts who carcfiully reviewed
each AER in the docket discovered some sstonsshingly pecufiar and irrelevant information,
The cxperts found cases where adverse events occurred absent the use of an cphedra
product, cases where no adverse effect was fisted, events medically unrelated to ephedrine
ingestion, and other bizamre reports ke a case where a patient became pregnant though
using an implanted bisth control device."! These reports have no rational relatioaship to
the safety oc efficacy of epbedrine alkaloid products. If the industry accounts of the
AERs are accurate, then the Office of Advocacy can only conchide that FDA pever

7 The active ingredicnt in Dexarri is phenryipropanolamsine (PPA) with 3 dally recommended dosage of

75+ng. It is an amphetasrine-tike sebstance that disrepts bamger sigmals 1o the brsia. Certain odividuals
who ingest PPA through weight loss ar OTC cold products may expericacs norvousaess, pansea,

tnsosmia, headaches and clevated biood pressre. These warnings are on the product kabels, yet FDA is

dosage pot 1 exvood 240 ;g m»umﬁm#mm‘m

dizrinesx, or sieeplessness ™
? The 920 reparts should be ptaced i the covecxt of billioas of doses of dictary suppicments taken by
constmers over the past cowple of years. FDA states that they bave collecsed over 125 dictacy suppleoacnt

progucts habelod a3 contzining a keows somrce of ephedeine alialoids daring the past two years. See 62
Fed. Rez. 3 30,679 Bmtdymhﬂhmhdhn&:.kvuﬂw»ubm

of doses cansamed that resolted ia 2 report. Statigtically, spesking, it is vary possible that an even bigher
parcentage of the general popaistion would have died or cxperieaced gencral symptows resembling those

M-ﬂ&eupcruemmwdhhm
'* Starfight’s and Nutracentical *s Commets w FDA's Proposed Rule ou Dictary Sappicments Contsining

Ephedrine Alkaloids (Vol. I) 2 46 (Deccmber 2, 1997).
Y Id. w4749,



checked or approved the individual reports prior to their inclusion m the docket. In any
event, the industry experts conchuded that there were “no deaths or serious mjuries from
consumption of ma huang at jcvels approachmg 25 mg per serving taken four imes per
day, even for prolonged periods.”?
Finally, the data snd/or studies primarily refied upoa by the agency deal with the
pharmaceutical equivaient of ma busng (botanical ephedra). FDA states:
the agency was not able to find definitive evidence to evaluste whether ephedrine
alkaloids from botanical sources sre metabolized differently than those fom
pharmaceutical sources, and i the sbaence of more directly relevant data for dietary
supplement products, the agency considered it appropriste to rely on evidence from
pharmaceutical sources of singie epbedrine alkaioids in assessing the effects of
botanical sources. 62 Fed. Reg. st 30,682
There is an mappropriste leap of logic involved in ssarning that botanical sources (ma
buang) containing mixtures of cpbedrine slkaloids are the same as s single cphedrine
alkaloid found i pharmacetical derivations. There is no evidence, for instance, that
botanical and pharmaceutical derivations have the same potency or that they are
metabolized tn the body the same way.
B. Methodology of FDA’s Analysis

Assuming FDA’s data were accurate, the agency again departs from requirements of the
RFA by failing to explain fully the process of its analysis of benefits.  Specifically, the
agency’s claims reganding fives saved and the chimination of serious injurics are
m:bmmned. Table 6 is used to aummarize estimated benefits in terms of risk
reduction ®

In Table 6, titled, Estimated Value of Annual Risk Reduction From Proposed Actions,
FDA Bsts six columns: 1) Type of adverse eveat 2) Annual reposted cases, 3) Estimated
annual cases, 4) Reduction in estimated anmual cases, 5) Value of estimated risk reduction
per case ($ thousands), and 6) Value of estimated risk reduction ($ milfions). The totals
for each cohnna are based oa the combined mmnber of deaths, serious cardiovascular
system events, etc. as they relate to each cohmmn.

e The source of the data for annual repocted cases in columa two is not apparent. FDA
states that the anmual reported cases are based oa the sverage mmmber of adverse event
repocts per year between January 1993 and June 1996. The total for this cobumn is
174. IfFDA is relying oa the misleading and incomplete AERS sppeating in the
docket, the total for this cohzmn should be much lower—maybe even zero. fFDA is
relying on sowe other data source, then that source should be revealed.

The estimated annoal cases in cokumn three—1,110-—are baged on & number of
Peculiar assumptions. The agency assumes that 80% of the AERs mvolving the
coasumption of dietary supplements suspected of containing ephedrine alkalotds are
actually related to the consumption of dietary supplements, that 80% of the

2/d at 50.
1 Table € is reprodaced in Appeodix B of this docament.
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suppicments involved in the AERs that xre related to the consumption of supplements
actually comrtain cphedrine alkaloids, ** and 10% of adverse events to the dietary
supplements are reported. The agency, bowever, sdmits that “coasiderable uncertamry
exists with respect to the vahidity of the assumptions on whch this estimate is based ™
62 Fed. Reg at 30,708. FDA provides no information regarding the basis of their
assumplions.

e The valnes of estimated risk reduction per case in column five are based on 1988 data
that estimates the value consumers place on reducing risk of 1) acute CNS and biver
or kidney changes, 2) chronic CNS sysiem impairment, and 3) bexrt disease and
stroke. The doliar values were then converted from 1938 to 1996 consumer indices.
The values coasumers place on reduced risk per case is itrdlevant if the risk does not
exist. In other words, if there is no proven risk, then there is 50 risk to reduce and
there is no benefit. The same is true for the figures ia column six—wvalue of estimated
risk reduction—since they rely on the datx in colamns four and five. Moreover, if
column two (which refies on false, misicading sud confusing AERs) totals zero, then
5o does cohiyrm six. '

In the instant case, the faulty dats, inappropeiate data sssumptions, and other serious
erocs all contritated 1o the fanlty snalysis—en analysis that overestimates the benefits and
C. Inmake Restrictions

FDA propoecs dosage Emits by restricting the per serving amount and frequency, and also
proposes Emits on the durstion of use. The agency proposes that 8 mg be the maximum
serving/dose for dietary supplements *  Products with higher dosage smounts will be
considered aculterated under the proposal. However, there is 20 research or dats to
support any of the proposed restrictions. :

FDA relies on a study of cpbedrine in 20 mg per serving dosages to support its 3 mg
restriction, but there is a foarfold problem inherent in relying on this data. First, the study
does not invalve botanical sources of cphedrine alkaioids. Second, the agency does not
adequately address how it conchided that 8 mg was an appropdiate amount when the study
reficd on 20 mg dosages. Third, the 20 mg study did not apply to the geneal populatioa,
but to the mocbidly obese—who are generally at higher risk for health problems. Fourth,
the 20 mg study dealt with testing the effectiveness of the dosage and not its safety. A
FDA then tries to buttress its $ mg dosage requiremen by referencing postmatketing
surveillance data. The agency “{amilyzed] the ephedrine alkaloid levels in the small
mumber of available dietary supplement products that consumers who suffered adverse
events turned over to the agency. ™™ The levels were found to range from 1 to 50 mg per

“ The $0% figure was dotermined by FDA a5 follows: “the proportion of seporied adverse ovents
associsted with Getary supplements that iuvolve suppicsacnts containing cphedrine alkaloids is probebly
betsreen 25 and 90 percent. Within this range, FDA belicves the mant kely value is around 30 percent
.. . (Basphasix added). 62 Fed. Reg 230,707,

!* €2 Fed Reg. ot 30,692-93.

'€ Jd 230,693,



serving. This foxmation does not aecessarily support the agency’s proposition that doses
exceeding 8 myg are harmful becausse there is 0o way 0 know whether there were
deliberate overdoses, whether coasumers were taking products marketed as substitutes for
illegal drugs, whether the reported reactions were related to some other cause, etc.

In addition, the agency admits that, “{gJiven the svailabie evidence, it is difficult to
ascertain whether there ix a threshold ievel of ephedrine alkaloids below which the general
population and susceptible individuals will not expericace serious adverse events.” 7 The
agency goes on to say that, “Ttlhe evidence does not exist to establish a safe level ™** 1t
_ secms that the coaverse conld also true based on the proposed rule as wnitten. Thatis, a
maximum safe level cannot be determined cither. The data preseated by the agency does
not prove the need for any per serving restriction. In fact, FDA states that “all that can be
said concening the proposed potency Ermits is that they may redooce the expected number
of adverse events by between gere to $0 percent.™™ K the FDA cannot demonstrate the
lack of safety of 2 product, then, given the statutory burdea of proof for dietary
wmauwmwum

Similar arguments can be made against FDA's proposed frequency and duration
restrictions. The agency proposes z label statement prohibiting claims related to weight
loss and concomitantly placing a 7-dsy Tonit on the use of epbedrine alfkaioids with &
maximum daily ntake of 24 mg (three 8 mg doses per day). Many of the sifected

the durstion requirement. In fact, if s distributor stocks mainly weight loss supplements,
then that distributor surely wonld go out of business because weight loss products must
gencrally be taken for a Joager period in arder to be effective. To svoid unnecessary
burden on the industry, thoughtfisl attention mmust be given regarding the basis for the
duration requirement.

The agency states that its data shows that “loag-tenm use of . . . ephedrine alkalnids, even
st reiatively low levels, is related 1o serious adverse eveuts, inciuding cardioaryopathy and
myocardial pecroeis."® 2 However, the presence of ephedrine alkaloids in the body is not
dispositive of the fact thet cardiomyopathy was the resit. Reliance on  AERs to prove
wﬁmwpdynwmofbm&&c&axmtbm
population. Am&gwhumomyﬂmtromh&iwmy

appomndyommsmmmymmdgmthnmmmﬁrmmﬁhc
discase. Therefore, many who suffer or dic from this disease, contracted it genetically.

Others coatract it trough infection, endocrine disorders, metabolic disorders or other

1d
1% /d 2 30,694.
' 1d 2 30,707 (cxphasis added).
"Jd at 30,695,
w:.w«wm«ua«—x causing weakening of the

heart puascie and subsoquent ipability of the heaxt to pomp blood efficiently.
”mmyumuw;mqwmumm
primary focos is cardionryopathy, and is the sole advocatz for rescarch in the reatment of the discase as

wedl a8 3 clearinghouse for cotrent information 08 the sabyoct
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unh:ownmm The agency has not identified any test or assay to prove dispositively
that any reported incidents of cardionryopethy truly are due to long-term use of cphedrine
alkaloids. In fact, Fteratnre on the sobject suggests that no such test exists.

D.  Labefing Language

The proposed rule aiso contains provisions regarding new label requirements. The
statermnent, “Do not use this product for moce than 7 days,™™ clearfy would climinate the

* product for use as 3 weight joss supplement as discussed exrficr. However, as discussed
above, no scieatific evidence supports the statement. FDA'’s rationale foc this statement

is that weight loss dums, for instance, promote excessive consumption. However, it is
ndnddarhowwudlbadmsmbewﬁmanyo&chmeﬁml

effect, or why beneficial effects antomatically entice consumers to exceed the
:u:onmu:dddoage.

Similarly, the proposed “death™ waming is unsubstantiated The statement, “Taking more
than the recommended serving may canrse heart attack, stroke, seizsre or death ™ is at
best, an over statement—at least based on the scientific evidence presented by FDA. In

" addition to the iack of scientific evidence, FDA’s actions in the case of the dexth waming
seem arbitrary and capricious becmise no such warning appears on over-the-couster
(OTC) ephedrine products (pharmaceutical desivations). There is the appearance that
I-‘DA:subm'uiym@goutonemdusuyﬁrrqum

If any label statement were 10 be required, the Office of Advocacy recommends label
statements similar to those currently found oa OTC epbedrine products.

IIT. Unfunded Mandates Act

The agency apparently has also overiooked the requirements of the Unfunded

Mandates Reform Act (UMRAY™, which, as of 1995, applics not oaly to states, but
also to private mdustry (mcluding all sizes of businesses). UMRA, therefore, apphes

in the case of a federal prvate sector mandate where the aggregate estimated amounts
that the private sector will be required to spend in ooe year in order to comply with the
mandate exceeds $100 milion. If the agency had pecformed an adequate analysis, it

- would have been apparent that the economic impact of the mstant rule would impose
in excess of $100 miliion in costs to the industry.

When UMRA applies, an agency must issue 2 written statement coataining specific
information and the agency shall slso “identify and consider a reasonahle pumber of
regulstory alternatives and from those alternatives select the least costly, most cost-
effactive or least burdensome alternative that achieves the objectives of the rule. ™™
Amoug other things an agency’s written statement must contzin the following

B 62 Fed Reg x 30,718,
3 pubh_ L No. 104-4, 109 Stat 48, (1995). (codified as amended in 2 US. C. §§ 1501-71 (Supp. 1996)).
BIUSC 2§ 1535a).



* aqualtative and quantitstive assessioent of the anticipated costs and benefits of
the federal mandate, incloding the costs and benefits to the private sector, as well
as the cffect of the federsl mandate on bealth, safety, and the natural esvironment:

o estimates by the agency, if and to the extent that the agency determines that
accurate estimates are ressombly feasible, of the fisture compBance costs; and any
disproportionate budgetary effects of the fodaral mandate vpon any particular
regions of the mtion or particular segments of the private sector; and

e estimates by the agency of the effect on the national economy, such as the effect
oa productivity, economic growth, full employment, creation of productive jobs,
and mternational competitiveness of U.S. goods and services.

There was no such written statement in the instant rulemaking because the agency &d
oot even identify Unfinded Mandates a3 an issue.

The burden of achieving reduced economic impact for basinesses subject to a
regulation 13 higher in the case of UMRA than for the RFA. That is, the RFA requires
onlyth:agmaumwmhambuduwhuepoﬁbbywuﬁﬂy
analyzing snd selecting less burdensome alternatives in the scheme of the agency’s
reguiatory objectives. However, modifiers Eke “most™ and “Jeast™ are used in
describing the requirements of UMRA—the “Jeast burdensome alternative™, foc

example.

Tt is the opinion of the Office of Advocacy that the instant rule is not the Jeast costly,
most cost-cifective or least burdensome alternative for ressons previously expeessed.
In addition, the agency has sot provided any explanation (as required by UMRA) as to
why it bas not comphied with the requirements.

The APA requires an agency to publish 2 notice of proposed rulemaking in the
Federal Register sud to provide the public with an opportunity to comment. 5 U.S.C.
§ 553. The notice and comment requirements of the APA serve three distinct

purposes;
{first, notice improves the quabty of agency niemaking by ensuring that agency
reguiations will be “tested by exposure to diverse public comments: Second, notice
and the opportonity to be heard are an essential component of “fairness to affected
parties.™ Third, by giving affected parties an opportunity to develop evidence in the
record to support their objections to a rule, notice enbances the quality of judicial
review.”

Seall Refiner Lead Phase-Down Task Force v EPA, 705 F.2d 506, $47 (D.C. Gir.

1983) (citations omitted). Most importantly, the notice mast “provide sufficient detail

mm&rmmmmmmmww
Browner, 16 F3d 1246, 1268 (D.C. Cir. 1954), cert.

MIIS S. 72(1994). Fmﬂum'e,mw
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must describe the range of ahernatives being considered with ressonable
specificity. Otherwise, interested parties will not know what to comment on, and
notice will not lead to betier-informed agency decision-making. Id. at 1268.

In this case, FDA failed to establish 2 record upon which the public and affected
entities couid comment  There stmply is not enough relevant mformation or data in
the mstant rulemaking for there to be adequate notice to the public regarding the likely
Moreover, the method in which the record was updated and cocrected placed a great
budmmmoemmmdeaphumeadmmmdmﬁhaﬂn
agency ® Although the comment period was extended while adristments were made
to the record, the new materials apparently were lumped together with the original
documents making it impossible to determine which materials were new. It was
necessary, therefore, to undergo the expensive and time consuming task of reviewing
the entire record to find the new mformation.

V. Other Atermatives '

FDA proposes implementxtion of the rule 180 days aftee publication of the Sinal rule =’
This secms unreasonable. The 2gency did oot consider anry alternative length of time
for mnplementation. FDA does reference the fact that businesses were given 18
months to comply with the regulation for nutrition labefing of Getary supplements, ™
but did not cxpiam wihy 6 months was an adequate period of time in the instant case.
FDA should extend the kength of time for compBance. The time required for
reformulation of many products and printing new labels may be coasiderable and
shouid be 3 major considerstion.  The Office of Advocacy suggests & period of not
less than one year, but we defer the to the judgment and expertise of the industry if
they determine that a period lorger than one year is needed to comply.

VI Conchision

Under no circumstances would the Office of Advocacy support any business, small or
otherwise, that produces or sells mishranded or adulterated products to consumers.
However, it is not clear why this role will accomplish move than adequately enforced
laws already m existence.  Corrently, unsafe or adulterated products that harm
coasumers may be seized or removed from thie stores under FDA’s present authority.
Moxeover, false dains in advertising caa be addressed 0a a caso-by-case basis by the
Federal Trade Commission These alternatives warrant greater snalysis. -

* Under § 609(a)(5) of the RFA,
“when any rele is prosmigated which will have 2 significent ccomomic impact on 3 sahstantial samber of
amll cutities, the head of the ageacy . . . with stabstory responsibility for the prommigation of the rale
shall ssvure that small cntitics have boen given an opportanity B participete in the seicmsking for the rule
through the reasonabie wee of techmiques sach 23— . . . the adoption or modification of ageacy procedaral
rules © reduce the cost ar complexity of participation in the relemaking by small entities *

7 62 Fed Reg. 2 30,709.
B See 60 Fod_ Reg 67,184 (Decomber 28, 1995).
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The Office of Advocacy reafizes that industry dats and conclusions regarding this or
any other proposed rule many be somewhat skewed or seif serving, but the
information provided by the industry in this instance is s0 compelfing and so different
from the information provided by FDA, that the agency needs to address these serious
concerns before publishing 2 fnal rule. FDA can accomplsh this only through betzer
datx and more science-based analysis.
The agency’s clxims regarding market fathire snd adverse event reports have no basis
i science. - Similarly, the dosage restrictions in the mstant casc have 00 acientific basis
wd - bibit small entity participation in fiee market competition. Without
. m‘ . . e 4 . dmmmmmhw
,m-,,'pwwm«mmw&eyhbm°f
the Regulatory Flexibility Act, the Administrative Procedure Act, the Unfinded
M-MAandEnqxﬁwOrderIZ.‘“

S % “Lhse,
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& ANALYSIS PERFORMED BY:

PR e

April B, 1998
Test Report No. C8-0730
Page 1 of 1!
Meztabalife Internations! Inc.
5070 Santa Fe Street
San Diego, CA 92109

Aten: Mike Ellis

One case of Metabolife Dietary Supplement 356 was received March
23, 1998. The label listing the ingredients in this product is attached.

It was requested that we attempt to preduce methamphetamines from
the Metabalife Distary Supplement using the “street” method published
in The Journal of Forensic Scisnces, Vol. 40, No. 4, July 1996.

The teblets were initially analyzed for ephedra content by High
Performance Liquid Chromatography (HPLC). Each tablet was found to
contain 13.1 mg/tablet on average of ephedra alkalolds.

The contents of the 12 batties of Metabolife Dietary Supplement 356
were ground resulting in approximatety 1.3 kg of starting material
{13.7 g ephedra alkaloids). The material was extracted into methanol
and the extract wes reacted with red phosphorus and hydriadic acid for
five hours. The resulting mixture was basifiad and extracted into freon.
The freon was then acidifiad using hydrogen chioride gas. This should
have resuited in the production of methamphetamine crystals, however
it formed a black tar like material. The material was tested by Gas
Chromatography/Mass Spectroscopy (GC/MS) and found 1o contain
mostly ephedra alkalpids and caffeine, the presence of
methamphetamine was not detected.

The procedurs described above was performed according 1o the method
published in The Journal of Foransic Sciences, Vol. 40, No &, July
1995, titled “Ephedra’s Role As a Precursor (n the Clandestine
Manufacture of Methamphetamine” by K.M. Andrews. Based on aur
snalysis, it does not appsar that this published method can be used to
make methamphetamine from Metabolife's Dietary Supplemeant 3%6.

REPPRT REVIEWED BY:

Nicole M.
Chemist

Hauser Leborstaries. This report may ba cogled only in 22 enliraty

Hauser Labaratary Services » 5555 Airport Blvg, « Bouider, CO 80301-2339 « Ph: (800) 2¢1-2322 » FAX: (303) 441-5203
H.iuser Engineering Servicas ¢ 4750 Nautilus Ct. So. » Boulder, CO 80301-3240 = Ph: {203) 581-C079 « FAX: (303) $81-0795
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